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(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No PCT/EP99/05331 

1. Basis of the report 

1 This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as 'originally filed" and are not annexed to 
the report since they do not contain amendments.) : 

Description, pages: 

1-16 as originally filed 

Claims, No.: 

1 -3 as originally filed 

Drawings, sheets: 

1/7,7/7 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Yes: Claims - 

No Claims 1-3 

Inventive step (IS) Yes: Claims - 

No Claims 1-3 

Industrial applicability (I A) Yes: Claims 1-3 

No Claims - 



2. Citations and explanations 
see separate sheet 
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Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . Reference is made to the following documents: 

D1: WO 96 13517 A (AKZO NOBEL) 9 May 1996 (1996-05-09) cited in the 
application 

D2: VERHEIJDEN G F ET AL: 'Human cartilage glycoprotein -39 as a candidate 
autoantigen in rheumatoid arthritis.' ARTHRITIS AND RHEUMATISM, (1997 
JUN) 40 (6) 1 1 1 5-25, XP002089334 cited in the application 

D3: WO 97 40149 A (AKZO NOBEL) 30 October 1997 (1997-10-30) 



NOVELTY - Art. 33 (1) and (2) PCT 

2- Claims 1-3 are not new for the following reasons: 

2.1- D1 relates to (e. g. claim 1 and p 5 lines 19-23) peptides derived from the 
autoantigen HC gp-39, said peptides comprising at least one of the amino acid 
sequences FGRSFTLAS, FTLASSETG , YDDQESVKS and FSKIASNTQ. The 
peptides resemble MHC Class II restricted T-cell epitopes present on the autoantigen 
HC gp-39 in articular cartilage. HC gp-39 and said peptides can be used in 
antigen-specific treatment of articular cartilage destruction in autoimmune diseases 
to induce tolerance of the immune system. D1 furthermore relates to pharmaceutical 
compositions comprising said autoantigen and/or said peptides. Finally, claim 10 
discloses the use of HC gp-39 protein or one or more of the aforementioned peptides 
for the manufacture of a pharmaceutical preparation for the induction of specific T cell 
tolerance to the HC gp-39 autoantigen in patients suffering from arthritis, more 
specifically rheumatoid arthritis, which implicitly includes the use of said peptides for 
preventing the referred diseases. 

Therefore, in the light of D1 , claims 1 -3 are not new. 
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2.2- D2 discloses the identification of HC gp-39 as a candidate for antigen-specific 
immunotherapy. Moreover, as mentioned on p 1 124 § 1 and 3, inhalation of HC gp- 
39 by the patients led to immunologic nonresponsiveness, i. e. tolerization of specific 
T cells, and to suppression of HC gp-39 induced arthritis. Therefore HC gp-39 is a 
recognised candidate for antigen-specific therapy in reumathoid arthritis. 

Therefore, D2 destroys the novelty of claims 1 and 3. 



2.3- D3 discloses (e. g. claim 5 and p 6 lines 5-13) the use of autoantigen HC gp-39, and 
proteins comprising an amino acid sequence which exhibits at least 50 % homology 
with the amino acid sequence of HC gp-39, in antigen-specific treatment of articular 
cartilage destruction in autoimmune diseases in mammals to induce systemic 
tolerance of the immune system. D3 (e. g. claim 3) furthermore relates to 
pharmaceutical compositions comprising said autoantigen and/or said arthritogenic 
proteins. 

Therefore, D3 destroys the novelty of claims 1 and 3. 



2.4- Note that the discovery that HC gp-39, and fragments thereof, exert their therapeutic 
effect (i. e. prevention of inflammatory diseases) by modulating the reactivity of 
lymphocytes that are reactive to antigens other than HC gp-39, does not render the 
referred therapeutic effect novel. 

2.5- Hence, claims 1-3 are not new. 



INVENTIVE STEP - Art. 33 (1) and (3) PCT 

3- The subject matter of claims 1-3, which is not new, is also not inventive. 

4- That part of the subject matter of claim 2 which is formally new over the prior 
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art cited (I. e. the claimed use as far as the amino acid sequences 
corresponding to SEQ ID NO: 4-8 are concerned), does not involve an inventive 
step over D2 and D3 (see below): 

4.1- D2 discloses that the following HC gp-39 derived peptides were synthetised 
SQRFSKIASNTQSR, PTFGRSFTLASSE, RSFTLASSETGVG, VGYDDQESVKSKV 
(table 3 p 1118) and tested for their capacity to induce proliferative responses in 
PBMC from reumathoid arthritis patients, i. e. to bind to DR4 molecules (p 1 1 19 § 3). 
Since immune responses were induced, T cell epitopes within CH gp-39 were 
thereby identified (p 1 123 §3). 

Hence, D2 strongly suggests the use of HC gp-39 fragments such as 
SQRFSKIASNTQSR, PTFGRSFTLASSE, RSFTLASSETGVG, VGYDDQESVKSKV 
in the same way as the related protein HC gp-39 from which they are derived (i. e. 
to prevent inflammatory diseases or rheumatoid arthritis by tolerization). 

4.2- D3 also suggests the use of homologous sequences of HC gp-39 for treating 
autoimmune diseases (see item 3.3- above). 

4.3- Therefore, the subject matter of claim 2 which is formally new over the prior art cited 
(i. e. the claimed use as far as the amino acid sequences corresponding to SEQ ID 
NO: 4-8 are concerned) is not inventive. 



INDUSTRIAL APPLICABILITY - Art. 33 (1) and (4) PCT 
5- Claims 1-3 appear to be industrially applicable 
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This International Search Report has been prepared by this International Searching Authority and Is transmitted to the applicant 
according to Article 1 6. A copy Is being transmitted to the International Bureau. 

This International Search Report consists of a total of 3 sheets. 

[X] It Is also accompanied by a copy of each prior art document cited In this report 



Basis of the report 

a. With regard to the language, the International search was carried out on the basis of the International application In the 
language In which It was filed, unless otherwise Indicated under this Item. 



□ 



the International search was carried out on the basis of a translation of the International application furnished to this 
Authority (Rule 23.1(b)). 



With regard to any nucleotide and/or amino acid sequence disclosed In the International application, the International search 
was carried out on the basis of the sequence listing : 

|~X~| contained In the International application In written form. 

| [ filed together with the International application In computer readable form. 

| | furnished subsequently to this Authority In written form. 

|~X"| furnished subsequently to this Authority In computer readble form. 

[X| the statement that the subsequently furnished written sequence listing does not go beyond the disclosure In the 
International application as filed has been furnished. 

rX~j the statement that the Information recorded In computer readable form Is Identical to the written sequence listing has been 
furnished 

| | Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the title, 

|T] the text Is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

pT| the text Is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as It appears In Box III. The applicant may, 
wtthln one month from the date of mailing of this International search report submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract Is Figure No. 



| | as suggested by the applicant. |X| None of the figures. 

[ | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the Invention. 
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